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Jtech. Scientifique. 

(A) an albumin/specific ligand coupling prod, which is 
soluble La aq. media is new. 

(B) Immunoassay of a biological substance (I) comprise i 
) Immobilising a substance (H) having binding affinity for 

(b) incubating with a medium contg. (I), (c) washing the 
resulting reaction mixt. and incubating with an albumin/ 
specific ligand coupling prod. In soln. in an aq. medium, 
where the ligand is capable of reacting specifically with (I) 
or (n), (d) washing the resulting reaction mixt. and incubat- 
ing with a labelled anti-albumin antibody, and (e) detecting 
the label. 

(C) An Immunoassay test kit comprises an albumin/ 
specific ligand coupling prod., a labelled anti -albumin anti- 
ln>dy and reagents for detecting the label. 

ADVANTAGES 



B(4-B2C, 4 -J ~, 4-B4A, 4-B4C, 4-B4D, 4-B4F, 5-A*, "~ 
j^ySUaPffi' «-W) D(5-A1, 5-H) J(4-B1) 001 



Coupling with albumin increases sensitivity, esp. In the 
case of enzyme immunoassays for antigens, haptens or 
antibodies. 

DETAILS 



The specific ligand may be an antigen, hapten, antibody, 
hormone, hormone receptor, ensyme inhibitor or lectin. 
It may be coupled with human or animal albumin (esp. BSA) 
using glu tar aldehyde or by 2 -stage benxoquinone activation 
and coupling. 

The label may be an enzyme, a radioactive material, a 
fluo rochrcme , ' a particulate material or erythrocytes. 

EXAMPLE 



A BSA/antl-IgE reagent was prepd. by isolating sheep 
anti- rabbit Ig antibodies by affinity chromatography, dUlys- 
ing the antibodies and BSA against phosphate buffer (0.1 M, 
pH 6.8) at 4"C overnight, and mixing 3 mg of the dialysed 
antibody with 6 mg of the dialysed BSA in 0.1 M phosphate 
buffer. The mixt. (t ml) was treated with 0.2 ml of l«iaq. 
glutaraldehyde and incubated at room temp, for 3 nr. 

The prod, was used in a sandwich-type enzyme immuno- 
assay for human IgE.(i 8pp367KDDwgNoO/0). 
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HEYAAANAM # AU 83 1 1 -382*A 

18.05.82-US-379480 ( + US-353432) (08.09.83) A61rn-29 
Urological instrument esp. retentive balloon catheter - in- 
serted by sliding over filiform 



C83-102379 | a urological instrument (esp. a catheter) is 
inserted into the bladder by first advancing a filiform 
through the urethra, the filiform having smoothly con- 
toured leading end with a lateral opening. Urine flows 
through chis opening and into the filiform to indicate when 
the leading end of the filiform has entered the bladder. 

The urological instrument has an internal dia. greater 
than the external dia. of the filiform to permit the 
instrument to be slid along the filiform. The instrument 
may have an inflatable balloon collar which retains the 
instrument in the bladder; the filiform can then be with- 
drawn . 

ADVANTAGE 

The correct positioning of the filiform is indicated by 
the drainage of urine. 

EMBODIMENT 

Bladder (18) has the drainage catheter (26) in position. 



B(11-C4B) 



\ 



O O 2 



Pref. the leading section of the filiform (10) is curved as 
shown. 

The filiform may be inserted while a stylet wire extends 
axially within the filiform to stiffen it. Similarly, a stylet 
tube (24) is placed inside the drainage catheter while it is 
being slid along the pre -positioned 
18 filiform.(25pp295GHDwgNo5/6) 
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SUMITOMO CHEMICAL KK #Ay^l^483^ 
03.03.82-JP-034168 (06.09.83) A61k-3l/41 C07d-271/06 C07d 
413/04 C07d-417/10C07d-47l/04 C07d-491/05 
5-ArolkyM ,2,4-oxodiozole derivs. - ore antiinflammatories, 
analoesics and antipyretics 



B(^H 7-E4. 12-D1 , 12-07. 12-Q8) S 
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IT, 



Aralkyl-1,2,4 -axadiazole derivs. of the 



formula (I) and their salts are new 
O—N. 

(I) 



R-T— ^ ^-U 
(R is a gp. of formula (II), (III), (IV) or (V): 

(n) R * (rv) 



(IU) 



O O 3 




(VI) 



R, is alkyi. alkenyl. cycloalkyl, cycloalkenyl. opt. substd. 
phenyl or heterocyclyl; 

Rj and R s are each H, halo, amino, OH. alkoxy or alkyi; 
Xj is -CHt-. -CH 2 0- f -CO-, -O-, -S-. -NH or a single 
bond; 

R 4 and R 5 are H aukyi or opt. substd. phenyl; 
R 6 is opt. substd-. phenyl or opt. substd. benzoyl; 
A is N, O or S; 
B and D are each C or N; 

R 7 is alkyi. lower alkoxy or opt. substd. phenyl; 
EisNorC; 

F Is d S or C or C<C or C «N. 
broken lines indicate opt. bonds ; 
Ro is H or lower alkyi; 
8 AU8311483-A*| 





Rq is H. halo or alkcocy; 

r7 i* K cvclohexvl or subs to. benzoyl , 

C U meftJl«r^.«. bensoyllmlno. cim- moyllmtoo or 

.ub'rf rtTrylidenc. provided that G i. -CH,- when R IO *• 

cyclohexyl or •ubatd. benxoyl; 

R„ is H. halogen, alkyl or altey; 

X* and X> are different and are -CH t -. -CO-. -U . a . 
jjv. NfCH.)- or single band; 

jTe a benaene. pyridine, thlophene. furan or pyrrole ru. gi 

IT 'is alk'ylVae or alkenylene each opt. carrying an oxo. OH 

or lower a'koxy substit;. or T is a single bond . 

U i.Talkyira^enyl.polyhal~lkyl. c^oancyl. eycloalken 
j ' . -ubstd. phenyl, pyridyi. -T, -R B or R D-*-«- T « , • 

fc T*SS£ kg. ^^j^SK^^ 

aljloxycarbonyl. COOH. sulpho, CN, NR R or 
.©SR^R^.XG; 

R« and R" are H. alkyl or hydroxy-alkyl ; 

„kS>.r« forms a 5 or 6 mcmbercd opt. unsatd. hetero- 

EeXe ring, which may contain an O or another N atom, or 

to«na a quaternary ammonium salt or N-oxide; 

R, 1 or Ri" are alkyl or alkenyl; 

X i« negative monovalent ion; *vr OH 

T l is alkyiene or alkenylene. opt. bearing an OXO or OH 
subetit.; 



x> ia alkvi alkenyl. bydroxyalkyi. acyloxyalkyl. amino 
a\Sv\ ac^amTu^kyl. ^Xollkyl. cycloalkanvis opt. 
^2£U nhVnvl.alkyls heterocyclyl. heterocyclyl- 

i ll^ JcU^ioaU^o^ mercaptoalkanoyl. alkoxy- 

R*. andR," are each H. alkyl or hydroxyaUyl; 

X4 is -O-! -S-. -NH-. a single bond or a gp. of formula 

(VIII) 

R-M . vy^lS 



(viu) 



^ al^^r^kVe^ 3*5321S g P e 

cycloalkenyl gps. are 'lower i.e , < 6C . and cycloalkyl gp 
may be oxo- or hydrcxy-s ubstd.). 

5S %) are antiinflammatories, analgesics and antipyretics 

without ulcerogenic side effects. 

PREPARATION 

By several methods including 



AIJ83U483-A-I 



i) R-T-COOH 



(or reactive 
ester) 




HiN 



(ni) 



(i) 



(IV) 



(I; U = U,) 



2) R-T-CN + 0<-N=C-U, 
(V) 

(U, U alkyl. alkenyl. polyhalo alkyl. cyeloalkyl. eycloalken- 
yl phenyl, eubstd. phenyl, pyridyi or R u -T,-. 

l\X^:LZX^°*r. d ^) T t^ t Carb- 
„y. cycloalkyl. phenyl, substd. phenyl, pyr.dyl. NR R . 
CONR^Rt" or -SPiNRi'Rz;'). 

3, r-t-conhcsu, > (t; u - «•) 

4. HON ^ 
RO-TpCHO + C-U, > Ro 

H2N (n> ) N 

H 



0">4 

(Ro is same as R provided X„ X* and X, are not -S-) 

-^^Tu^of 2-(2-nuoro-4-biphenylyl)propionic acid 
f2 44 O dry bensene (50 ml) and thionyl chloride (2.38 g) 
(2.44 ^ "» DC " » coned, under reduced pressure and 
^lue^oJe^in'dry' b^nsene (5 ml) ^ -oln was 
jSIj i with cooling to a soln. of acetamidoxime 

Mst) Ky pySdxnTand stirred at room temp, and 
refluxed £r 5 hr. The solvent was evapd. under reduced 
refluxeo ior a . oartitioned between benzene 
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AU.831 



1483-A 
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ROUS 03.12.82 
•BE -896-439-A 



33.795432/43 
decarboxylation 



B{7-B1) 



C83- 102391 1 M Prodn. of n-alkyl- 3-thienylacetic acid 
1 * ' ».x . _ ^» . f_n nrncnga is new: 



At 



strong base 
R,-/\-CHP COOH 



1 



o o -i 



C83-10V5J»ijM Prodn. 01 a-amy*- " M — 

d erivs. of form ula (l) by the following process is new 

CH.COOA 4£ks^^ 

CH) Rn R. 5 < UI ) 

^COOA 
R^COOA 




E.'^if £3Si each H. 1-4C alKyl or halo; 
A and A' are 1-4 C alkyl; and 

f 2 )The^ inter " 
mediates of formula (IV) are new cods. 

SS %) are intermediates for pharmaceuticals, esp. anti- 
inflammatorie s . 

"srys?. •«>■• •» — 

to reflux, then acidification with HCl- c 

The method is esp. used to make <I) where k, z 
- H and R = methyl, cpd. (la). 

EXAMPLE BF! T 896439 -AH 



AS 

5 



CO 




R* is H. aralkyi, aryl, heteroaryl, alkyl. alkenyl, alkynyl, 
alkoxy, alkenyloxy. alkynyloxy, alkylene. dioxy alkylene. 
halogen, mono- or polyfluoroalkoxy, mono- or polyfluoro- 
alkyl, OH, NH 2 » alkylamino. N0 2 , CN. N 3 . COOH, carb- 
alkoxy. carboxamido, aulphonamido. S-alkyl, SO-alkyl or 
SQz-alkyl, the aryl, heteroaryl and alkyl residues opt. 
mono-, di- or tri-substd. by aryl, alkyl, alkoxy, aralkyi, 
dioxyalkylene, halogen, mono- or polyfluoroalkyl. mono- 
or polyfluoroaikoxy. OH, NH 2 , alkylamino. N0 2 , CN, N 3 , 
COOH, carbalkoxy. carboxamido, sulphon?mido. S-alkyl, 
SO-alkyl or SQs-alkyl). 

USE 

~~ JJ) hive cardiovascular activity and can be used as 
antihypertensives, vasodilators, cerebral agents and cor- 
onary agents. They have a partic. prolonged duration of 
action. 

PREPARATION 
E.g. 



.Xx 



OH 



k> 01) 



HY'^^C^ COOR ,' 



(HI) 



-H,0 



->(!) 



*Tlle reaction is in an inert organic solvent at 0-180*C in 
the presence of dehydrating agents using equiv. amte. of 
(II) and (III). 

EXAMPLE 

2,6-Dimethyl- 5 - (4 -hydroxybutoxy- carbonyl)-4 - (3-nitro- 
phenyl)-l ,4 -dihydropyridine- 3 -carboxylic acid ethy! ester 
(25 mmol), DCC (25 mmol) and 2 .6 -dimethyl- 5- methoxy- 
carbonyl-4 - (L-chlorophenyl)- 1 ,4-dihydropyridine-3 - 
carboxylic acid (25 mmol) in anhydrous DMF (50 ml) are 
heated 4 hrs. at 1 00* C w*th 4 -dimethylaminopyridine (0.2 
g), then worked up to give 2 ,6-dimethyl-5-ethoxycarbonyl- 
-4- (3-nitrophenyi)-l .4 -dihydropyridine- 3- carboxylic acid 
2, 6 -dimethyl- 5-methoxycarbonyl-4-(2-chlorophenyl)-». ,4- 
dihydropyridine-3- carboxylic acid i .4-butanediyl este* as 
an amorphous foam in 2 5% yield. (53pp280). 
(G) ISR: DE2847236 DEI 795791 DE2U7571 
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4121 E/22 603 STEft 19.11.60 

TERLING DRUG INC *EP -52 31 1 

24.08.61 -US-297759 ( + 208259) (26.05.82) C07d-211/26 
^8enzoyH-pbony!<olkykpiperidine derivs. and analogues - useful as 
ronchodilators, antiasthmatics, anticholinergics 



>/S: E(BE CH DE FR GB IT LI LU NL SB). 
{(Benzoylphenylalkyl)piperidine derivs. and analogues of 
ormula (I) and their acid-addn. salts are new. 



>h " cx X>i ( ^ )u 



-N=B 



(I) 



R is H or 1-6C alkyl: 
n is 0 or I ; 
is 0 or 1; 

T=B is I -piperidiayl, 4-morpholinyl. NH 2f di-(i -6C)alkyl- 
mino. 1-6C alkanoylamino, N-(l -6C)alkyl-N-(l -6C)alkan- 
yl amino, cycloalkanecarbonyl amino, or PhCONH opt. ring 
ubstd. by 1-6C alkyl, halogen or 1-6C alkoxy; 
:X is GO or CH(OH); 



B(7-D5, 12-02, 12-E4. I2-G1. 12-K2) O 



3 4 



PhCX is attached to the 3- or 4-posn. when m is 1 or only to 
the 3-posn. when m is 0; 

provided that when m is 0. n is l f R is alkyl and N = B is 1- 
piperidinyl or 4-morpholinyl). 

USES 

(TTare bronchodilators, antiasthmatics, antiallerglcs. 
anticholinergics and prostaglandin synthetase inhibitors. 

SPECIFICALLY CLAIMED 

8 Cpds. (I), including l-(2 - (3 - benzoylphenyl )propyl) -4 - 
acetylaminopiperidine HC1 and the corresp. 4 -benzoyl cpd. 

PREPARATION 



Methods used include: 
(1) 
PhCO 



CO J 
^/-CHR-CH r CTs \ / 



(CH 2 ) n -N = B 



acid * (I. mis 1, CX is CO) 

acceptor 

.FP--S231H 



8 is toluene -p- sulphonyl). 
(2) 
Hal 



0l 




CHR-CH 2 -N 
(D) (CH 2 ) n -N=B 



Li 



8 



Beneonitrile 



■> (I; m is 1, CX is CO) 



Z) Hydrolysis 

(3) When mis 1, redn. of a corresp. ketone, i.e. with a 
HR-CO- bridge, with LiAlH* gives the prod. When CX is 
O, it may be protected by ketalisation etc. 

X AMPLE 

10.17g a-(3-bensoylphenyl)propionic acid in 25 ml ben- 
ene was treated with 9.52g SOClt and refluxed for 3.2 5 hrs. 
he mixt. was evapd. and the residual oil in 2 5 ml CH 2 C1 Z 
as added to 4.86g NEtj and 7.29g 4 -(1 -piperidinylmethyl)- 
iperidlne over 15-20 mins. at about 5*C. The mixt. was 
tirred for 3 hrs.. washed with water, aq. NaHCO, and aq. 
faCl, filtered and evapd. to give 1 -(a-( 3-benroylphenyl)- 



propionyl)-4-(l - piper idinylmethyl)piperidine as an oil. 
formed a HCl salt, m.pt. 211-212* C.(42ppt248). 
(E) ISR: GB1250719 US38164 34 GB1508391 FRI549342 
US42 16326. 



It 
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4111 E/22 BOS 
aTSUBISHI CHEM IND KK (NNSH ) 

12.11.80-JP-159320 ( + 159319) 

103/52 

lutomino derivs. - useful as inn muno: modulating agents with 
imunosuppressive and immunostimulating activities 



AAfTU 12.11.80 
•EP -52-296 
(26.05.82) A6U-37/02 C07c- 



>/S: E(AT BE CH DE FR GB IT LI NL SE) 

•~ull Patentees: Mitsubishi Chem. Ind. Ltd. and Nippon 

hinyaku Co. Ltd. 

ilutamine derivs. of formula (J) and their salts are new. 
HOOC-CH-(CH 2 ) 2 -CONH — 



X-COQ2 



(I) 



X is (CH 2 ) , vinylene or CR ,R 2 ; 
is 1-4; n 

and R a are each H or 1-4C alkyl, at least one being 
ther than H; and 
- is H or 1-4C alkyl). 

;ses 

Cpds. (I) have immunomodulating activity, including 
Timuoo suppressive and immunostimulating activities , and 



B( I0-B2E, 1 2-A1. 12-A6, 1 2-D2, 1 2-G7) 4- 




so are useful for treating autoimmune diseases, allergic 
conditions, cancer, bacterial infections, etc. Dose is 0.1- 
100 mg/kg parenterally daily or 0.00 i- I g/kg orally daily. 

PREPARATION 

Methods used include: 

(1) reaction of an amino* protected glutamic acid anhydride 
with a YO-CO-X- substd. aniline (n) (Y is 1-4C alkyl), then 
the protecting gp. is eliminated. The protecting gp. for the 
NH 2 may include incorporation in a phthalimido gp.; 

(2) reaction of glutamic arid, having the q-COOH and a- 
NH» protected, with (II) in the presence of an activating 
agent; then protecting gps. are removed; and 

(3) reaction of a reactive deriv. at the y-carboxyl of glut- 
amic acid, having the q-COOH and a-Nfl^ protected, with 
(II); then protecting gps. are removed. 

EXAMPLE 

74.28 g N-beuzyloxycarbonyl- L-glutamic acid a-benzyl 
ester and 28 ml N£t, were added to a mixt. of 250 mi THF 
and 250 ml DMF. The mixt. was stirred with ice-cooling 
and 2 6.4 ml CICOOiBu was added dropwise. The mixt. was 
stirred for 15 mins., then 35.84 g Et p-aminophenylacetate 
EP--S22964 



a 50 ml DMF was added and the mixt. stirred for 30 mins., 
vith ice cooling, then for 8 hrs. at room temp. The solvent 
vas evapd. and the residue purified to give an intermediate, 
which was catalytically hydrogenated (Pd black) in aq. 
CtOH to give N-(4-ethoxycarbonylmethylphenyl)glutamate, 
ti.pt. 179.8- i80.5*C.(69ppi248). 

E)ESR:- J55026870 GB2034690 US4 167449 J5503642B 
T5503 6454 3.JnLRef 



pp— 52296 



113 EY22 B03 13.VL80. 
\YER AG ^-^P^-300 
13.11.80-DE-O42769 (26.05.82) Aolk-31/44 C07d-211/90 C07d- 
401 / 1 4 C07d-405/ 1 4 C07d-409/ 1 4 C07d-4 13/14 
MJnked 4-orvM ,4-di:hvdro-pyridine-3 carboxylic acid derivs. - with 
<rdk> vascular e.g. antihypertensive, vasodilator, cerebral or 
fooary activity 



0/S: E(AT BE CH DE FR GB IT LI LU NL SE) 

33 -linked 4 -aryl-1 ,4 -dihydro-pyridine- 3- carboxylic acid 
ierivs. of formula (I) and their salts are new. 



KiOoc^^L^y-x-y; 

R s Ri 



-V-^^v^ COOR,' 

T X 



a) 



(R and R* are aryl, thienyl, furyl, pyrryl. pyrazolyl, imi- 
daiolyl, oxasolyl, iaoxarolyl, thiazolyl, pyridyl. pyrida- 
rinyl, py rim idyl, pyraxinyl, naphthyl, quinolyl. isoquinolyl. 
indolyl, benximidazolyl, quinazolyl or quinoxalyl all opt. 
mono-, di- or trlsubstd. by phenyl, alkyl. alkenyl. alkoxy. 
alkenyloxy, alkyl ene, dioxyalkylene , halogen, mono- or 



B(6-H. 7-D4, 12-C10. 12-C1. 12-FL 12-F5, 12-F7 ) 5 



T 



3 3 



polyfluoroalkyl , mono- or polyfluoro- alkoxy, OH. NH 2 , 
alkylamino. N0 2 . CN. N,. COOH. carbalkoxy. carboxamido, 
sulphonamido. S-alkyl, SO -alkyl and SOj -alkyl; 
R t and R t f are opt. branched or cyclic, opt. unsatd. hydro- 
carbon residues opt. interrupted by 1 ox 2 O and opt. sub-* 
8td. by halogen or OH or by phenyl, phenoxy, phenylthio or 
phenylsulphonyl (all opt. substd. by halogen. CN. dialkyl- 
amino, alkoxy. alkyl, CF 3 or NO^); 

R 2» Rz'* and Re* are H or an opt. cyclic, opt. unsatd. 
hydrocarbon residue opt. substd. by halogen. OH. aryl or 
amino (opt. substd. by opt. substd.. opt. cyclic, opt. unsatd. 
hydrocarbyl); 

R, and R, 1 are H. opt. substd. aryl or aralkyl. or opt. sub- 
std. alkyl the chain of which may be interrupted by 1 or 2 

O; 

Y and Y' are -CO-O-. CONH, CO-S. CO or SO z ; 

X is a bridging gp. with ^ 1 CH 2 and > 9 adjacent CH 2 . 

the bridging gp. also contg. (in any order) 1-5 chain 

members selected from O. S. SO. S0 2 . CO. CS. NR S . C(R 6 )z 

C(Ri>=C(R 6 ); CbC, CH=CH. CH=N. arylene, heteroarylene. 

cycloalkylene, cycloalkenylene, piperaxlnylene , 

piper idylene. pyrrolldinylene and morpholinylene : 1 

R« is H. alkyl or aralkyl; and pp-- 52300+ 



a. 

o 

IO 

_q 

"O 

to 



